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A lcohol use disorder (AUD) is a rel-
atively common condition charac-
terized by a pattern of problematic 

alcohol consumption. According to the 
2016 National Survey on Drug Use and 
Health (NSDUH) approximately 14.6 mil-
lion Americans aged > 18 years had a di-
agnosis of AUD.1 This same survey also 
found that 26.2% of individuals over the 
age of 18 years reported engaging in binge 
drinking, which is ≥ 5 drinks in males or 
≥ 4 drinks in females on the same occa-
sion in the past month. Of those surveyed, 
6.6% reported engaging in heavy drinking 
(binge drinking on 5 or more days in the 
past month).1

Military and veteran populations have a 
higher prevalence of alcohol misuse com-
pared with that of the general population.2 
Two out of 5 US veterans screen positive 
for lifetime AUD, which is higher than the 
prevalence of AUD in the general popula-
tion.3 A number of studies have found that 
excessive alcohol use is common among 
military personnel.2,4,5 One study suggested 
that the average active-duty military mem-
ber engages in approximately 30 binge 
drinking episodes per person per year.4 Mil-
itary veterans may continue with a simi-
lar drinking pattern when transitioning 
to civilian life, explaining the high preva-
lence of AUD in the veteran population.6 
Furthermore, since alcohol use provides 
temporary relief of posttraumatic stress 
disorder(PTSD) symptoms, a diagnosis of 
PTSD may also contribute to hazardous 
drinking in this population.7 

Excessive alcohol consumption is associ-
ated with a number of negative outcomes, in-

cluding increased motor-vehicle accidents, 
decreased medication adherence, and there-
fore, decreased efficacy, increased health care 
costs, and increased morbidity and mortal-
ity.8-13 Additionally, alcohol use is associated 
with a number of medical and psychiatric 
comorbidities.14,15 Compared with veterans 
without AUD, those with a diagnosis of AUD 
were 2.6 times more likely to have current 
depression and 2.8 times more likely to have 
generalized anxiety.3 Veterans with AUD also 
are 2.1 times more likely to have current sui-
cidal ideation and 4.1 times more likely to 
have had a suicide attempt compared with 
veterans without AUD.3 

Given the high prevalence and the associ-
ated risks, alcohol misuse should be properly 
addressed and treated. Pharmacotherapy for 
AUD has demonstrated efficacy in decreas-
ing heavy drinking and prolonging periods 
of abstinence.16 Despite the proven benefits 
of available pharmacotherapy, these medica-
tions still are drastically underutilized in both 
the nonveteran and veteran populations. In 
fiscal year 2012, there were 444,000 veter-
ans with a documented diagnosis of AUD; 
however, only 5.8% received evidence-based 
pharmacotherapy.17 The potential barriers for 
the utilization of AUD pharmacotherapy in-
cludes perceived low patient demand, lack of 
skill or knowledge about addiction, and lack 
of health care provider (HCP) confidence in 
efficacy.18 This article will provide a thorough 
overview of the pharmacotherapy options for 
the treatment of AUD and the evidence that 
supports the use of pharmacotherapy. We 
will then conclude with the recommended 
treatment approach for specialized patient 
populations. 
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FDA-APPROVED PHARMACOTHERAPIES
NALTREXONE 
Naltrexone was the second FDA-approved 
medication for the treatment of AUD and 
is considered a first-line agent by the De-
partment of Veterans Affairs (VA).19,20 Un-
like its predecessor, disulfiram, naltrexone 
significantly reduces cravings.21 During al-
cohol consumption endogenous opioid ac-
tivity is greatly enhanced, leading to the 
rewarding effects of alcohol. By antagoniz-
ing the µ-opioid receptor, naltrexone me-
diates endorphin release during alcohol 
consumption, explaining the efficacy of 
naltrexone in AUD.21-28 Since cravings are 
reduced, patients are able to abstain from 
drinking for longer periods of time, and 
since pleasure is reduced, heavy drinking 
is also reduced.21,25

When compared with other pharma-
cotherapy options for AUD, naltrexone is 
less effective for abstinence and more effec-
tive for decreasing the time and frequency 
of heavy drinking days and average num-
ber of drinks consumed.29 A meta-analysis 
of 19 clinical trials found that naltrexone  
significantly reduced relapse rates in patients 
with AUD compared with those of placebo.30 
This analysis also found that naltrexone  
reduced both the number of alcoholic bev-
erages consumed and the risk of relapse to 
heavy drinking while increasing the total 
number of days of abstinence.30 The COM-
BINE study also found that patients receiv-
ing oral naltrexone in combination with 
medical treatment had a 28% reduced risk of 
having a heavy-drinking day.31 

Dosing and Formulations
Naltrexone is available as a tablet or a long-
acting injectable. The tablet is often dosed 
as 50 mg daily; although some studies sug-
gest that daily doses up to 150 mg are safe 
and efficacious.21,25,32 The initial and mainte-
nance dose for most patients is 50 mg daily. 
However, lower doses (12.5 or 25 mg) can 
be started initially in patients who may expe-
rience bothersome effects, such as nausea.25 
Additional naltrexone dosing schedules can 
be found in Table 1. 

Nonadherence to the oral formulation of 
naltrexone is a significant barrier to the treat-

ment of AUD. The long-acting injectable for-
mulation is an option for patients who may 
have difficulty with adhering to oral nal-
trexone. As with the oral formulation, the 
long-acting naltrexone injection significantly 
reduces drinking days and increases absti-
nence.33 It was also found to be superior to 
oral naltrexone, acamprosate, and disulfiram 
in preventing discontinuation of AUD treat-
ment.34 The long-acting injectable should be 
administered as an intramuscular gluteal in-
jection at a dose of 380 mg monthly.35

Ideally, naltrexone should be initiated fol-
lowing the cessation of alcohol withdrawal 
symptoms. However, naltrexone can be safely 
administered in patients who are actively 
withdrawing from alcohol or in patients who 
continue to consume alcohol.25

Warnings, Precautions, and AEs
Naltrexone carries a US Food and Drug 
Administration (FDA) boxed warning for 
reversible hepatotoxicity. The risk of hepato-
toxicity is increased in patients who receive 
higher doses (100-300 mg daily).21 A safety 
study demonstrated that the administration 
of 50 mg daily or less is not associated with 
significant hepatotoxicity.21,31 It is contrain-
dicated in patients with acute hepatitis or 
liver failure and should be avoided in pa-
tients with liver function tests > 5 times the 
upper limit of normal.

Since naltrexone is a µ-opioid recep-
tor antagonist, it is contraindicated in pa-
tients who are actively taking opioids or 

TABLE 1 Naltrexone Dosing19,25,35

Oral Formulation Long-Acting Injectable Formulation 

Initial and maintenance dose 
    50 mg daily 

Initial and maintenance dose
380 mg monthly as an intramuscular 
gluteal injection 

Dosing titration for patients  
   experiencing bothersome  
   adverse effects 
    12.5 mg or 25 mg daily for  

1-2 wk, then increase to  
50 mg daily 

Alternative dosing schedules
    50 mg every weekday with a  

   100 mg dose on Saturday 
   100 mg every other day
   150 every third day 
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patients who have used opioids within the 
past 7 days. Co-administration with an  
opioid can lead to precipitated opioid with-
drawal.21 Therefore, opioids should not be 
administered within 7 to 10 days of initiat-
ing naltrexone and 2 to 3 days after discon-
tinuation of oral naltrexone.21 For patients 
receiving the long-acting injectable form of 
naltrexone, opioids should be avoided at 
least 1 month after the injection.25

To ensure that a patient is opioid free, 
HCPs can perform a toxicology screening 

prior to the initiation of naltrexone. Some 
HCPs may also perform a naloxone challenge 
to test whether a patient is at risk for precipi-
tated opioid withdrawal prior to prescribing 
naltrexone. A naloxone challenge can lead 
to serious opioid withdrawal; therefore, it is 
contraindicated in patients who are pregnant, 
and it should take place only under the care 
of an experienced HCP. The naloxone chal-
lenge process has been outlined in Figure 1. 

The adverse effects (AEs) of naltrexone are 
transient and include nausea, vomiting, an-
orexia, dizziness, and fatigue.19,35 Injection site 
reactions can be experienced with the long-
acting naltrexone injection. Liver transami-
nases, such as the alanine aminotransferase 
and aspartate transaminase, should be mon-
itored at baseline, 6 months after initiation, 
and annually during the course of treatment 
(Table 2) Lastly, depression and suicidal ide-
ation have been detected during postmarket-
ing surveillance; therefore, patients should 
also be monitored for the emergence of symp-
toms of depression and suicidality.19

ACAMPROSATE 
The FDA approved acamprosate for the treat-
ment of AUD in 2004, and it is also consid-
ered a first-line agent for AUD by the VA.20 
It is approved for the maintenance of absti-
nence from alcohol use and is most efficacious 
when initiated in patients who are abstinent 
prior to treatment.29,36 Patients with AUD typi-
cally have a disruption in the balance between 
the inhibitory neurotransmitter, gamma- 
aminobutyric acid (GABA), and the excitatory 
neurotransmitter, glutamate. While its mech-
anism of action remains unknown, acampro-
sate is thought to increase the activity of GABA 
and to decrease the activity of glutamate at the 
N-methyl-D-aspartate (NMDA) receptors in 
the central nervous system. In essence, it is 
thought to restores the balance between GABA 
and glutamate in patients with AUD.36

Acamprosate has been found to effectively 
prevent relapse. Three randomized, double-
blind, placebo-controlled European clinical 
trials evaluated the efficacy of acamprosate in 
combination with psychotherapy. The results 
demonstrated that patients taking acampro-
sate had longer durations of abstinence com-
pared with that of placebo, improved rates of 
complete abstinence, and a prolonged time 

TABLE 2 Monitoring Parameters for Approved  
Medications for Alcohol Use Disorder19,20,35,36,43,65

Naltrexone Acamprosate Disulfiram 

Baseline 
monitoring

Liver function testsa; 
urine or blood drug 
screening (for  
opioids); renal  
function testb;  
urine beta-hCG  
in females

Renal  
function testb; 
urine beta-hCG  
in females

Liver function  
testsa; renal  
function testb; 
electrocardiogram; 
blood alcohol  
levels (to verify 
abstinence); urine 
beta-hCG in  
females

Monitoring 
during  
course of 
treatment 

Liver function  
testsa: 6 mos after 
initiation, then  
annually during  
the course of  
treatment

Renal function 
testb: should 
monitor as  
clinically  
indicated; no set 
frequency has 
been established

Liver function testsa: 
10-14 d after  
initiation, monthly 
for the first 6 mo, 
then every 3 mo 
thereafter 

aLiver function tests include liver transaminases (aspartate aminotransferase and alanine 
aminotransferase). 
bRenal function test includes creatinine clearance. 

The patient is  
observed for 
symptoms of  
precipitated opioid  
withdrawal.

Precipitated  
withdrawal can 
occur within  
1-5 min after  
naloxone  
administration. 

Precipitated with-
drawal indicates 
physiological 
dependence to  
opioids.

0.2 mg to 0.4 mg  
of naloxone is 
administered 
via subcutaneous 
or IV route.ST
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FIGURE 1 Naloxone Challenge Procedure20 

If symptoms of 
precipitated  
withdrawal  
do not occur 
within 20 min, 
repeat  
naloxone  
administration. 

Consider  
0.8 mg  
of naloxone.

ST
EP

 3
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to first drink.37-39 A meta-analysis evaluated 
the use of acamprosate in AUD showed that 
acamprosate was more effective at maintain-
ing abstinence in patients who had been ab-
stinent prior to the initiation of therapy.29 
These patients also had better abstinence rates 
if they had been abstinent for a longer du-
ration prior to treatment initiation.30 Studies 
also showed that acamprosate significantly as-
sisted with maintaining abstinence, improved 
rates of abstinence, and led to more days of 
abstinence.40,41 Of note, there also have been 
studies that have shown no significant benefit 
with acamprosate compared with placebo in 
the treatment of AUD.42

Dosing and Formulations
Acamprosate is available as a 333 mg  
delayed-release tablet. The recommended 
dose is 666 mg 3 times daily.36 The dose 
can be decreased to 333 mg 3 times a day 
in patients with moderate renal impairment 
(CrCl-30-50 mL/min). 

Since acamprosate has been proven more 
effective in patients who are abstinent prior 
to initiation, acamprosate is typically initiated 
5 days following alcohol cessation.25 How-
ever, it may be safely administered with alco-
hol and can continue to be administered in 
the event of a relapse.36

Warnings, Precautions, and AEs
Acamprosate is safe to use in patients with 
hepatic and mild-to-moderate renal im-
pairment; however, it is contraindicated in 
patients with severe renal impairment (cre-
atinine clearance [CrCl] ≤ 30 mL/min).36 

Serum creatinine levels should be moni-
tored at baseline and during treatment. 

Acamprosate has a number of related AEs. 
The most common is diarrhea. Less common 
AEs include insomnia, anxiety, and depres-
sion. Due to its possible potential to increase 
suicidality, HCPs should monitor for the 
emergence of mood changes.36 

DISULFIRAM 
Disulfiram is an aldehyde dehydrogenase 
inhibitor that is FDA approved for the man-
agement of AUD.43 When ingested, ethanol 
is typically metabolized to acetaldehyde, 
which is further metabolized to acetic acid 
by aldehyde dehydrogenase.44 Disulfiram 
inhibits aldehyde dehydrogenase, leading 
to a rapid accumulation of acetaldehyde 
within the plasma (outlined in Figure 2). 
An elevation in the acetaldehyde results in 
a toxic reaction, which is known as a di-
sulfiram-alcohol reaction characterized 
by flushing, nausea, thirst, palpitations, 
chest pain, vertigo, and hypotension. This  

Alcohol is converted to acetaldehyde by alcohol dehydrogenase.  
Acetaldehyde is converted to acetic acid by aldehyde  
dehydrogenase.
Disulfiram inhibits aldehyde dehydrogenase which causes an  
elevation in acetaldehyde. High level of acetaldehyde leads to 
flushing, nausea, palpitation, vertigo. 

FIGURE 2 Disulfiram Mechanism of Action44 
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reaction usually begins within 10 to  
30 minutes after alcohol ingestion and can 
last for several hours.25 Due to this unpleas-
ant reaction, disulfiram should only be used 
in patients whose goal is to remain abstinent. 
This agent would not be ideal in patients 
who only aim to reduce heavy drinking. 

There are limited studies that prove the 
efficacy of disulfiram. In a randomized trial 
comparing disulfiram, acamprosate, and nal-
trexone, patients treated with disulfiram had 
fewer heavy drinking days, lower rates of 
weekly alcohol consumption, and a longer 
period of abstinence compared to other med-
ications.45 Additionally, a 2014 meta-analysis 
showed that in open-label studies, disulfiram 
was more beneficial in preventing alcohol 
consumption when compared with acam-
prosate, naltrexone, and placebo. This result 
was not seen in blinded studies.46 Disulfiram 
does not reduce alcohol cravings, and adher-
ence is a significant issue. It is most effective 
between 2 and 12 months, when taken under 
supervised administration.47

Dosing and Formulations 
Disulfiram is only available as a tablet. The 
recommended starting dose is up to 500 mg 
for the first 2 weeks. However, the mainte-
nance dose can range from 125 to 500 mg 
daily.43 Patients must be abstinent from al-
cohol at least 12 to 24 hours prior to the 
initiation of disulfiram.25 A blood alcohol 
level can be obtained in order to confirm 
abstinence.25 

Warnings, Precautions, and AEs 
Disulfiram is contraindicated in patients 
with severe myocardial disease or coronary 
occlusion and severe hepatic impairment.43 
Other contraindications are outlined in 

Table 3. It should never be used in patients 
receiving alcohol, metronidazole, or alco-
hol-containing preparations. 

Common AEs include somnolence, a 
metallic after-taste, and peripheral neurop-
athy.43 Patients should be informed that 
they could experience a disulfiram reac-
tion with even small amounts of alcohol; 
all foods, drinks, and medications contain-
ing alcohol should be avoided. Due to the 
potential of disulfiram potential to cause 
hepatotoxicity, liver transaminases should 
be monitored at baseline, 2 weeks after ini-
tiation, and monthly for the first 6 months 
of therapy, and every 3 months thereafter 
(Table 2).25 

OFF-LABEL PHARMACOTHERAPIES  
TOPIRAMATE 
Although not approved for AUD, topira-
mate has been used off-label for this indi-
cation as it has proven efficacy in clinical 
trials.48-56 While its mechanism of action for 
AUD is unclear, it has been theorized that 
topiramate antagonizes glutamate recep-
tors, thereby reducing dopamine release in 
the nucleus accumbens upon alcohol con-
sumption, and potentiates the inhibitory 
neurotransmitter GABA.50,51,57-60

In clinical trials, topiramate has dem-
onstrated significant efficacy in reduc-
ing cravings, the risk of relapse, and the 
number of drinks consumed daily, while 
increasing abstinence.51,53,60 Batki and col-
leagues report that the administration of 
topiramate in veterans with co-occurring 
AUD and PTSD reduced alcohol consump-
tion, cravings, and the severity of their 
PTSD symptoms.61

Dosing and Formulations
Topiramate is available in a number of for-
mulations; however, only the immediate-
release formulation is recommended for the 
treatment of AUD. The extended-release 
formulation is contraindicated in the set-
ting of alcohol consumption and is there-
fore not used for the treatment of AUD.62 
Doses should be initiated at 25 mg daily 
and can be titrated in 25 to 50 mg weekly 
increments. To minimize AEs and to re-
duce the risk of patients discontinuing  

TABLE 3 Disulfiram Contraindications43 

Severe myocardial disease or coronary occlusion

Severe hepatic impairment

Psychotic disorders

Hypersensitivity to the drug or any component of the formulation or to  
thiuram derivatives

Pregnancy
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therapy, the dose may be slowly titrated 
over 8 weeks.53,59 An effective dose can 
range from 75 to 300 mg in divided doses; 
however, AEs often limit the tolerabil-
ity of increased doses.48,50,63,64 The VA/DoD 
Practice Guideline for the Management of  
Substance Use Disorders recommends titrat-
ing topiramate to a target dose of 100 mg 
twice daily.65 

Warnings, Precautions, and AEs
Common AEs include memory impair-
ment, anorexia, fatigue, paresthesias, and 
somnolence.62 There is an increased risk of 
nephrolithiasis with topiramate administra-
tion; therefore, adequate hydration is cru-
cial.49,59 Titration of topiramate to the target 
dose is suggested to limit AEs.35

Prior to initiating topiramate, the patient’s 
renal function should be assessed. In those 
with a CrCl < 70 mL/min the dose should be 
decreased by 50% and titrated more slowly.62 

GABAPENTIN 
Gabapentin is prescribed for the treat-
ment of partial seizures and postherpetic  
neuralgia. In recent years, it has shown  
efficacy for treating other conditions, such as 
AUD. While its mechanism for this indication 
remains unclear, the inhibition of excitatory 
alpha-2-delta calcium channels and stimula-
tion of inhibitory GABA

A receptors by gaba-
pentin is believed to decrease alcohol cravings, 
reduce anxiety, and increase abstinence.66 

A 12-week, double-blind, randomized con-
trolled trial demonstrated that oral gabapentin 
was more efficacious than was placebo for im-
proving rates of abstinence, decreasing heavy 
drinking, and reducing alcohol cravings.67 Ga-
bapentin may also serve as a good adjunctive 
option to naltrexone therapy either when na-
ltrexone monotherapy fails or if a patient is 
complaining of sleep and mood disturbances 
with abstinence.67,68

Dosing and Formulations 
Gabapentin should be titrated slowly to 
minimize AEs. It can be initiated at 300 mg 
on day 1 and increase by 300-mg incre-
ments. Doses of 900 to 1,800 mg per day 
have proven to be efficacious for the treat-
ment of AUD.66,67 These proposed doses can 
be safely administered to most patients, but 

caution should be observed in elderly and 
patients with renal impairment.69,70

Warnings, Precautions, and AEs
The most common AEs for gabapentin in-
clude drowsiness, dizziness, and fatigue.69 
Since it is renally cleared, renal function 
should be monitored at baseline and peri-
odically during treatment. Gabapentin is 
not metabolized by liver enzymes and does 
not significantly interact with drugs that re-
quire hepatic metabolism. 

BACLOFEN 
Baclofen has generated attention as an un-
conventional treatment option for alco-
hol dependence. Its unique mechanism 
of action, which involves the activation of 
GABA

B receptors and the subsequent inhi-
bition of dopaminergic neurons, makes it 
useful for the treatment of AUD.71 

A 12-week study evaluating the effective-
ness and safety of baclofen for the mainte-
nance of alcohol abstinence demonstrated 
that baclofen was more efficacious than pla-
cebo for increasing abstinence in patients 
with liver cirrhosis. In addition, there were 
more cumulative days of abstinence with ba-
clofen use (62.8 days) vs placebo (30.8 days) 
in cirrhotic patients.72 

Dosing and Formulations 
There has been a range of doses studied for 
baclofen in the treatment of AUD. Studies in-
dicate that initiating baclofen at 30 mg daily 
and increasing doses based on the patient’s 
clinical response is most effective.72 As a re-
sult, doses as high as 275 mg per day have 
been used for some patients.73 Baclofen is re-
nally cleared; therefore, the dose should be 
adjusted in patients with renal impairment.74 

Warnings, Precautions, and AEs
Some of the common AEs of baclofen in-
clude drowsiness, confusion, headache, 
and nausea. Due to its CNS depressant ef-
fects, baclofen should be used with cau-
tion in the elderly. Also, due to its potential 
to cause withdrawal symptoms, baclofen 
should not be discontinued abruptly.74,75 
Baclofen is a safe option for patients with 
severe liver disease, due to its minimal  
hepatic metabolism.76 
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ONDANSETRON 
Ondansetron is approved for both prophylac-
tic and therapeutic use as an antiemetic agent 
for chemotherapy and anesthesia-induced 
nausea and vomiting.77As a highly selective 
and competitive 5-HT

3 receptor antagonist, 
ondansetron has demonstrated efficacy in 
reducing serotonin-mediated dopaminer-
gic effects in AUD.78,79 The lowering of these 
dopaminergic effects is associated with a re-
duction in alcohol-induced gratification and 
consumption. 

In a 12-week, randomized controlled 
trial, 271 patients diagnosed with AUD re-
ceived ondansetron twice daily or placebo, 
combined with weekly cognitive behavioral 
therapy (CBT). There was a statistically sig-
nificant decrease in alcohol consumption in 
patients treated with ondansetron compared 
with those who received placebo. Addition-
ally, ondansetron was superior to placebo for 
increasing the percentage and total amount of 
days abstinent.80 These results were primar-
ily observed in participants diagnosed with 
early-onset AUD (defined as onset at 25 years 
or younger), which may suggest the presence 
of genetically predisposed serotonin dysfunc-
tions.80,81 In contrast, there were no signifi-
cant differences observed in participants with 
late-onset AUD (onset after age 25 years) in 
either study group.80 

Dosing and Formulations 
Given its modest efficacy for the treatment 
of AUD, ondansetron has demonstrated 
clinical benefits at doses of 0.001 to  
0.016 mg/kg twice daily. Additionally,  
1 study reported that low-dose ondansetron 
(0.25 mg twice daily) was effective in reduc-
ing alcohol consumption when compared 
with placebo or high-dose ondansetron, 
which was considered 2 mg twice daily.82 

Warnings, Precautions, and AEs
The most commonly reported AEs with on-
dansetron include fatigue, headache, anxiety, 
and serotonin syndrome when used concom-
itantly with other serotonergic agents.77 Also, 
serious cardiovascular complications, such 
as QTc prolongation, angina pectoris, atrial 
fibrillation, and arrhythmias have been ob-
served with IV administration.77,81,83 Conse-
quently, patients with electrolyte imbalances 
(eg, hypokalemia, hypomagnesemia), a 
history of congestive heart failure, or con-
comitant medications associated with QTc 
prolongation, should be monitored with an 
electrocardiogram (ECG) or switched to an-
other agent.77 

TREATMENT APPROACH WITH AUD 
PHARMACOTHERAPY
There is insufficient evidence to support 
the use of 1 medication for AUD over the 
others.16,46,84 Instead, the choice of therapy 
largely depends on the patient’s comorbidi-
ties, renal and hepatic function, and on the 
patient’s established goals, whether absti-
nence or reduction in alcohol consumption 
(Table 4). Some HCPs may opt to combine 
AUD pharmacotherapy, but there is lim-
ited evidence on this treatment approach. 
Despite the inconsistent data on the medi-
cations used for AUD and the various treat-
ment approaches, many of the large studies 
and meta-analyses support the utilization of 
these agents in patients with AUD. 

There is much debate over the appropri-
ate duration of treatment for AUD pharma-
cotherapy. It is recommended that patients 
remain on these medications for at least  
3 months. Pharmacotherapy can be contin-
ued for 6 to 12 months as the risk for relapse 
is highest during this time frame.85,86 The Na-
tional Institute for Health and Care Excel-
lence guidelines recommend discontinuing 
AUD pharmacotherapy if alcohol consump-
tion persists 4 to 6 weeks after initiation.86 

COMORBID LIVER DISEASE
Due to the negative effects of heavy alco-
hol consumption on the liver, patients with 
AUD may develop liver disease. Health care 
providers should be aware of the appropri-
ate pharmacotherapy options for patients 

TABLE 4 Suggested Alcohol Use Disorder  
Pharmacotherapies20,29,60,65,67,72,80

Abstinence
Reduction in Alcohol Consumption/Decrease 
in Heavy Drinking

Acamprosate
Disulfiram

Naltrexone
Topiramate
Gabapentin 
Baclofen 
Ondansetron  
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with comorbid liver disease. Acamprosate 
is mostly excreted unchanged by the kid-
neys, therefore is an option for patients 
with liver disease whose goal is complete 
abstinence. Topiramate is another option 
for use in patients with liver impairment. 
Unlike acamprosate, topiramate would be a 
better option in patients who may not com-
pletely abstain from alcohol consumption 
but would like to decrease the amount of 
heavy drinking days.87 

Gabapentin, baclofen, and ondansetron 
are also options for those with liver disease. 
Baclofen in particular has been studied in 
those with advanced liver disease, and it was 
found to be safe and effective.88,89

COMORBID RENAL DISEASE
Naltrexone is an option for patients with 
mild renal impairment. Naltrexone and its 
major metabolite, 6-ß-naltrexol, are renally 
excreted; however, urinary excretion of un-
changed naltrexone accounts for < 2% of the 
oral dose.19 Even with its low potential for 
accumulation, HCPs should carefully mon-
itor for AEs in patients with moderate-to- 
severe renal impairment. Disulfiram is an-
other pharmacotherapy option, since it is 
mostly metabolized by the liver. 

Gabapentin, baclofen, and ondansetron 
are also possible options; however, their 
doses should be renally adjusted. Overall, 
there are limited studies on the use of these 
medications treating AUD in patients with 
renal impairment. 

PREGNANCY
Alcohol consumption during pregnancy 
can result in a wide range of birth defects 
to the unborn fetus.  Due to the negative ef-
fects of alcohol consumption on the fetus, 
pregnant females should be referred to a 
professional alcohol treatment program. 
Although AUD pharmacotherapy may be 
considered in pregnant females, there have 
been no human studies that have examined 
the efficacy and safety in this patient pop-
ulation. All evidence comes from animal 
studies, case reports, and case series.90

Naltrexone is the most widely used medi-
cation for AUD in pregnancy. It is considered 
pregnancy category C and 1 study in partic-
ular did not detect any gross abnormalities 

in fetal development in pregnancy.19, 90 Di-
sulfiram, acamprosate, and topiramate have 
all been shown to cause harm to either ani-
mal or human fetuses and are generally not 
recommended.36,44,63 Similar to naltrexone, 
gabapentin and baclofen are also pregnancy 
category C.69,77 Ondansetron is pregnancy 
category B, but it should still be used with 
caution since its use in pregnancy for the 
treatment of AUD has not been studied.77,90 

PSYCHOSOCIAL INTERVENTIONS
It is recommended that AUD pharmaco-
therapy be used in conjunction with a psy-
chosocial intervention, such as CBT or 
medical management. Many of the studies 
evaluating the efficacy of AUD pharmaco-
therapy combined psychosocial interven-
tions with medications. The literature 
suggests that when combined with CBT or 
medical management therapy, pharmaco-
therapy used for AUD results in better alco-
hol consumption outcomes.31,91 It has also 
been suggested that psychosocial interven-
tions may improve patient adherence to 
AUD pharmacotherapy.25

BARRIERS 
Inadequate HCP training on the use of 
AUD pharmacotherapy has been found to 
be a major barrier to the utilization of AUD 
pharmacotherapy, along with a lack of con-
fidence in the effectiveness of these medi-
cations.18 Increasing HCP education on the 
use and benefits of these agents may in-
crease the overall confidence of HCPs in 
prescribing pharmacotherapy for the treat-
ment of AUD, especially in the primary care 
setting. One aspect that has been found to 
improve education and the prescribing of 
pharmacotherapy for AUD within the Vet-
erans Health Administration has been the 
use of academic detailing programs.92 Ac-
ademic detailing is a multifaceted educa-
tional outreach program that is used to 
assist with HCP education. Additionally, 
clinical pharmacists can be consulted to 
help develop a safe and effective AUD phar-
macotherapy treatment regimen. 

CONCLUSION 
There is a major disparity in the prevalence 
of AUD between the general population 



56 • FEDERAL PRACTITIONER  •  OCTOBER 2018 mdedge.com/fedprac

Alcohol Use Disorder Pharmacotherapies

and the military and veteran populations. 
Many clinical trials have found a number 
of pharmacotherapy options to be effective 
for the treatment of AUD. Despite the need 
and the proven benefits, the utilization of 
AUD pharmacotherapy still remains low in 
both the general and veteran populations. 
Increasing provider education and address-
ing other potential barriers for the use of 
pharmacotherapy for AUD can have a pos-
itive impact on prescribing patterns, which 
can ultimately improve alcohol consump-
tion outcomes in patients with a diagnosis 
of AUD. 
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